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observed at Day 210, 
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lactate dehydrogenase, 
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days to rats at doses that produce up to 63% inhibition of cholinesterase 


activity, 


cholinesterase inhibition. 
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Animal 
Number 


86D00517 


86D00532 


86D00538 


86D00558 


Appendix L: 


INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Clinical Signs 


Material, Red, Nose 
Irritable 


Aggressive 


Stain, Red, Nose 


Stain, Yellow, Perianal 


Alopecia, Front Legs 
Material, Dark, Nose 
Irritable 


Stain, Brown, Leg 
Stain, Red, Nose 
Material, Red, Neck 
Aggressive 

Stain, Red, Eye 
Material, Red, Eye 


Stain, Red, Nose 
Vocalization 
Aggressive 


Inactive 

Incr. Startle Reflex 
Material, Red, Nose 
Material, Dark, Nose 
Stain, Red, Nose 
Irritable 


Rough Coat 


Dates Observed Severity 
(1986/1987) 
Dec 27,28 Slight 
Dec 29-31,Jan 4-16 


Jan 
Mar 
Jan 
Mar 
Apr 
Feb 


Dec 
Jan 
Jan 
Jan 
Feb 
Mar 
Apr 
Feb 
Feb 
Mar 
Mar 
Mar 
Apr 


Feb 
Mar 
Mar 


Nov 
Nov 
Dec 
Dec 
Jan 
Jan 
Feb 
Mar 
Apr 
Jan 


21-26,28,Feb 3,4 


11-14,22,May 2-4 Marked 
30,Feb 2,5-Mar 10 

15-20, 23-31 

3-6 Marked 
18 Slight 
12 Slight 
19-29 Slight 
22,29 Slight 
23-27,Feb 2,3 

12-17,19-25 
2-6,19,20,23-25 

©,7,21 Moderate 
2,3 Slight 
18 Slight 
4 Slight 
7-16 Marked 
30-Apr 6 Moderate 
8-15 Moderate 
7,8 Moderate 
19 Slight 
20 Slight 
TeJsan 17 Slight 
13,Jan 2 Slight 
3,Apr 5,6 Slight 
17,24,25,Mar 25 Moderate 


1,4,28,Feb 10 Slight 

6,13,20,Feb 3 

13-18, 23-27 

2,3,5,6,19,20 

6,7 Slight 
Moderate 


14-24,29-Feb 3 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 
DAY 180 SACRIFICE 


0 mg/kg/day PYRIDOSTIGMINE BROMIDE 
a eee 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
a 
86D00558 Stain, Dark, Nose Jan 29,30,Feb 25 
(cont.) Mar 9,10 Slight 
Stain, Red, Ear Feb 4 Slight 
Conjunctivitis Feb 5-21 Moderate 
Stain, Red, Eye Feb 5-8,10-16 Moderate 
Stain, Brown, Nose Feb 9 Slight 
86D00576 Irritable Nov 17,20,Jan 6,27 
Mar 25,Apr 6-9 Moderate 
Rough Coat Jan 19,20 Slight 
Alopecia, Hind Leg Feb 2-12 Slight 
Stain, Red, Nose Feb 5,20 Slight 
Aggressive Feb 6-8,Mar 26-Apr 2 Slight 
Stain, Dark, Nose Mar 9-11 Slight 
86D00578 Rough Coat Jan 19,2z0 Slight 
Stain, Red, Nose Feb 7,11,18,25,26 Moderate 
Irritable Mar 13-16,May 5-7 Slight 
Material, Red, Nose Mar 23 Slight 
Stain, Brown, Nose Mar 25 Slight 
86D00579 Irritable Nov 18 Slight 
Material, Red, Nose Nec 3 Slight 
Material, Dark, Nose Dec 17,19,22,25,27 
Jan 26,Mar 11 Slight 
Stain, Red, Nose Jan 10,18,21,29 
Feb 5 Slight 
Stain, Dark, Nose Feb 12 Slight 
Stain, Orange, Nose Feb 23,24 Slight 
Aggressive Mar 23-25 Slight 
86D00584 Irritable Nov 12,14,18 


Dec 6,11,12,24,28~30 

Jan 5-7,11,14,15 

Jan 26-28,Feb 2-6 

Feb 8,9,11,12,18,24 

Feb 27,Mar 3,18-21 Moderate 


a 
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Appendix L 


Animal 
Number 


86D00584 
(cont...) 


86D00715 


86D00725 


(cont.): 


INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Clinical Signs 


Irritable 


Material, 
Material, 
Alopecia, 


Red, Nose 
Dark, Nose 
Front Legs 


Stain, Brown, Nose 
Stain, Red, Nose 
Scab, Front Leg 
Stain, Brown, Legs 
Aggressive 


Irritable 


Material, Dark, Nose 
Stain, Red, Nose 
Material, Red, Eye 
Material, Dark, Eye 
Material, Red, Nose 
Conjunctivitis 
Aggressive 


Stain, Red, Nose 
Stain, Red, Back 
Irritable 


Stain, Red, Legs 
Stain, Brown, Legs 
Rough Coat 
Alopecia, Front Legs 
Aggressive 

Material, Red, Nose 
Incr. Startle Reflex 


Dates Observed Severity 
(1986/1987) 

Mar 23,25-27 
Mar 30-Apr 3,28,29 
May 2-6 Moderate 
Dec 6 Slight 
Jan 26,27,Feb 13 Slight 
Jan 29,Feb 11-20 
Feb 27-May 7 Marked 
Feb 2,3 Slight 
Feb 5-8,27-Mar 1 Slight 
Mar 9-16 Slight 
Apr 5-May 7 Slight 
Apr 5,6,13-27,30 Moderate 
Dec 23,Jan 6,10 
Feb 17,18,Apr 5 Moderate 
Dec 24,Feb 7,21,22 Slight 
Jan 1,2,9,14 Slight 
Feb 4,5 Moderate 
Feb 9,23-25,Mar 13-21 Slight 
Feb 12,13 Slight 
Feb 22 Slight 
Apr 4 Slight 
Jan 2,3,11,Mar 9,10 Slight 
Jan 3 Slight 
Jan 4,10,12,13,26,27 


Jan 
Feb 
Mar 
Apr 
Jan 
Jan 
Feb 
Feb 
Apr 
Mar 
Mar 
Mar 


29,30,Feb 2-9,11 
20-22,Mar 7,8 


18-20, 23-27 

5-9,20-May 4 Marked 
11,18-21 Moderate 
22-Feb 5,7-May 7 Moderate 
5 Slight 
19-Mar 3,8-29 

15-19 Slight 
9-16 Slight 
15,16,22-24 Slight 
30-Apr 1 Slight 


! 
i 
abe 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 
DAY 210 SACRIFICE 


0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00540 Material, Red, Nose Dec 1 Slight : 
Irritable Dec 29,Mar 5,6,19,20 Moderate . 
Stain, Dark, Foot Jan 8 
Material, Dark, Nose Jan 29 Slight 
Stain, Brown, Nose Feb 13 Slight 
Stain, Red, Nose Mar 5,May 24 Slight 
Stain, Red, Eye Mar 6 Slight 
Aggressive May 7-10,22,23,25 Slight 
86D00585 Stain, Brown, Perianal Nov 14 Slight 
Incr. Startle Reflex Nov 20,Dec 25 Slight 
Irritable Jan 28,Feb 2,26 
Mar 18-20,25 Sligh* 
Stain, Red, Nose Mar 8 Slight 
86D00614 Material, Red, Nose Dec 24,25,Feb 4,23 
Feb 24 Moderate 
Material, Eye Jan 7 Slight 
Stain, Red, Nose Jan 9,10,21,Apr 1 
May 24 Slight 
Rough Coat Jan 19-28 Slight 
Material, Dark, Nose Jan 26-28,Feb 2,7,11 Slight 
Irritable Feb 10,Mar 13-16 Slight 
Aggressive Apr 4,May 2-4,7-23 Slight 
86D00647 Material, Red, Nose Dec 3 Slight 
Irritable Jan 5,6,8,9,Feb 5-8 
Feb 20-22,Mar 7,18-20 
Mar 23-31,Apr 6,7 Marked 
Rough Coat Feb 6-9 Slight 
Stain, Red, Nose Feb 21,Mar 7 Slight 


Aggressive Apr 5 Slight 


I 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 


DAY 210 SACRIFICE 


0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86DC0665 Material, Red, Nose Dec 7 Slight 
Incr. Startle Reflex Dec 17 Slight 
7 Material, Dark, Nose Dec 24,Feb 11,Mar 23 Slight 
Irritable Dec 29,Jan 4,Feb 5,6 


Feb 13-18,25,Mar 3-7 

Mar 9-16,18-20, 23-27 

Mar 30-Apr 2 

Apr 28-May 23,25-31 Moderate 
Stain, Red, Nose Jan 4 Slight 
Alopecia, Front Leg Jan 11-Feb 12,18-22 

Feb 27-May 31 Marked 


HNeeee ee EE ee 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 
DAY 180 SACRIFICE 


1.0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00503 Irritable Nov 21,Dec 24 


Jan 10-12,Feb 6,12-16 . 
Feb 18-22,25-27 

Mar 2,5-7,9,10,12-20 

Mar 24-29,Apr 6 Marked 


86D00515 Irritable Nov 14,Dec 22-30 
Jan 1-6,11,12,27,28 
Feb 12-16,Mar 7,30 
Mar 31,Apr 13,14 


May 2 Moderate 
Material, Red, Nose Dec 7,Feb 20-22 Slight 
Incr. Startle Reflex Dec 24 Slight 
Rough Coat Jan 28-Feb 3 
Mar 21,22 Moderate 
Aggressive Mar 8-20,Apr 4,5 
Apr 15-21 Marked 
Stain, Red, Nose Mar 13 Slight 
86D00549 Material, Red, Nose Dec 17,18 Slight 
Material, Dark, Nose Dec 22,28,Mar 4 Slight 
Irritable Dec 23,24,29-Jan 3 


Jan 5,6,27,Feb 5 
Mar 10,11,Apr 7 


Apr 28-30,May 2 Moderate 

Material, Clear, Nose Dec 26 Slight 

Stain, Red, Nose Feb 12,13,18,Mar 9 Moderate 

Aggressive Mar 5,Apr 5,6 Moderate 

86D00582 Stain, Red, Nose Jan 4 Slight 
Alopecia, Legs Jan 12-Apr 4,6-30 

May 2-5 Marked 

Scab, Leg Jan 29 Slight 


Irritable Mar 12-18,Apr 6-12 Slight 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


1.0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00594 Irritable Nov 12,Dec 26-30 
Jan 4,11-13,26,28 
Feb 4,9-16,19,20 
Feb 25-27,Mar 2-5 
Mar 24,25,30-Apr 2 
Apr 5-9,20-23 Marked 
Material, Red, Nose Dec 26,Mar 4 Slight 
Stain, Red, Nose Jan 8,21,22 Moderate 
Rough Coat Jan 31,Feb 1 Slight 
Aggressive Feb 23,24,Mar 18-20 Moderate 
Stain, Brown, Eye Apr 20 Slight 
Stain, Brown, Nose Apr 20 Slight 
Diarrhea Apr 21,22 Present 
86D00610 Stain, Yellow, Perianal Nov 12 Slight 
Irritable Nov 12,13,Dec 15,16 
Dec 22,25,27-29 
Jan 5-7,10-13,16 
Jan 23-27,29,30,Feb 6 
Feb 11,13-16,21-Mar 1 
Mar 8-10,May 2-7 Marked 
Material, Red, Nose Dec 28,Feb 11 Slight 
Stain, Red, Nose Feb 13,19 Moderate 
Aggressive Mar 2-7,11-20 
Mar 23-Apr 12 Slight 
86D00653 Irritable Nov 12,13,24-26,Dec 2 
Dec 19-21,24,25, 27-30 
Jan 3,6,8,10-15,28 
Feb 12,Mar 5-7,11-17 
Mar 24-27,Apr 7,21 
May 2 Marked 
Material, Red, Nose Dec 27 Slight 
Stain, Reu, Nose Jan 2,3,10,14,15 
Feb 26-Mar 1,23 
Mar 26-29,Apr 1,2 Moderate 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


1.0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00653 Aggressive Jan 9,Feb 11 
(cont.) Feb 27-Mar 4, 8-10 
Mar 30-Apr 6 Marked 
Stain, Red, Legs Jan 10 Slight 
Stain, Brown, Leg Jan 12,13,26-30,Feb 2 
Feb 3,9-13 Slight 
Material, Dark, Nose Jan 21-23,29,Feb 7-12 
Apr 5-14 Slight 
Alopecia, Front Legs Jan 31-Feb 3,21,22 
Feb 26-May 7 Slight 
Stain, Red, Head Feb 5 Slight 
Material, Brown, Nose Feb 13 Slight 
Stain, Dark, Nose Feb 21-23,Mar 9 Slight 
Stain, Dark, Eye Apr 6 Slight 
Stain, Brown, Nose Apr 20 Moderate 
86D00693 Material, Yellow, Nose Dec 1 Slight 
Irritable Dec 29,Jan 1,5,8,11-14 
Jan 16,21,22,27,28 
Feb 2-6,19,23,24 
Mar 3,4,May 2 Marked 
Aggressive Jan 9,10,23-26 
Feb 7-16,21,22 
Feb 25-Mar 2,5-20 
Mar 23-Apr 29 Marked 
Material, Red, Nose Feb 12 Moderate 
Stain, Brown, Nose Feb 20 Slight 
Stain, Red, Nose Feb 22 Slight 
86D00710 Incr. Startle Reflex Nov 21 Slight 
Irritable Dec 15,24,Jan 13 
Feb 13-16,Mar 12-20 Moderate 
Rough Coat Jan 19,20 Slight 
Stain, Red, Nose Jan 26,27,Mar 30,31 Slight 
Material, Red, Foot Feb ¢,10 Moderate 
Stain, Red, Foot Feb 11-13 Present 
Alopecia, Leg Mar 1 


Slight | 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 
DAY 180 SACRIFICE 


1.0 mg/kg/day PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00732 Irritable Nov 13,14,17-22 


Dec 3,4,12,15,16 

Dec 20,21,Jan 8,22 Moderate 
Incr. Startle Reflex Nov 20,Jan 4,214 Moderate 
Aggressive Nov 24,Dec 17-19,22 

Dec 24-Jan 7,9-18 

Jan 23-Feb 2 

Feb 4-Mar 20,23-May 7 Marked 


Rough Coat Dec 10,12-14,17--22 Slight 
Material, Red, Nose Dec 11,28-Jan 8,16 

Mar 23 Moderate 
Stain, Red, Nose Jan 19,26-30,Feb 1 

Feb 25,Mar 5,9,31 

Apr 6 Moderate 
Material, Dark, Nose Feb 8 Slight 
Material, Dark, Eye Feb 25 Slight 
Stain, Brown, Nose Mar 19 Slight 


Chewing Apr 6 Moderate 


Appendix L 


Animal 
Number 


86D00534 


86D00536 


86D00572 


86D09603 


86D00613 


(cont.): 
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DAY 180 SACRIFICE 


10.0 mg/kg/day, daily PYRIDOSTIGMINE BROMIDE 


Clinical Signs 


Irritable 


Stain, Red, Nose 
faterial, Brown, Nose 
Material, Dark, Nose 
Aggressive 


Irritable 


Incr. Startle Reflex 
Stain, Yellow, Perianal 


Stain, Red, Nose 
Irritable 
Aggressive 


Irritable 


Startle Reflex 
Front Legs 


Incr. 
Alopecia, 


Rough Coat 
Stain, Red, Nose 


Aggressive 
Rough Coat 


Irritable 
Aggressive 


INDIVIDUAL ANIMAL HISTORIES 


Dates Observed Severity 

(1986/1987) 

Dec 17,18,24,29 

Jan 3,5,12,23-28 Moderate 

Jan 1,Feb 5 Slight 

Jan 30 Slight 

Feb 21 Slight 

Mar 19,20,23-31 Slight 

Nov 12,Jan 23-25, 30 

Mar 6-10,12-20,23,24 Marked 

Nov 14 Slight 

Nov 18 Slight 

Jan 4 Moderate 

Feb 13-17,22 Moderate 

Apr 13-19 Slight 

Nov 12,Dec 15-24,28 

Jan 4-6,9,10,13,16 

Jan 26-30,Feb 3-7 

Mar 6-12,22,May 7 Marked 

Dec 24 Slight 

Jan 12-20,31-Apr 27 

May 2-4 Moderate 

Jan 19,20,28,29 Slight 

Feb 6,7,21-23,25,26 

Apr 2 Moderate 

Feb 8-Mar 5,13-20 

Mar 23-Apr 6,20-30 Moderate 

Jan 19-21 Slight 

Feb 21,22 Marked 

Feb 23-27,Mar 9,12~-20 Slight 


Ree eee errr eee eee ee 
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Appendix L 


Animal 
Number 


86D00638 


86D00658 


86D00662 


86D00671 


(cont.): 


DAY 180 SACRIFICE 


INDIVIDUAL ANIMAL HISTORIES 


10.0 mg/kg/day, daily PYRIDOSTIGMINE BROMIDE 


Clinical Signs 


Incr. Startle Reflex 
Material, Dark, Nose2 
Material, Red, Nose 
Irritable 

Stain, Red, Nose 
Stain, Brown, Nose 


Incr. Startle Reflex 
Irritable 


Red, Nose 
Red, Nose 


Stain, 
Material, 
Aggressive 


Material, Red, Nose 
Incr. Startle Reflex 
Irritable 


Stain, Red, Nose 


Stain, Brown, Nose 


Aggressive 


Stain, Dark, Nose 
Material, Dark, Nose 


Material, Red, Nose 
Irritable 


Red, Nose 
Dark, Nose 


Stain, 
Stain, 
Jumping 
Material, 
Material, 
Aggressive 


Dark, Nose 
Brown, Nose 


Dates Observed Severity 
(1986/1987) 

Nov 13 Slight 
Nov 19,Feb 13 Slight 
Dec 1,Mar 11,22-25 Slight 
Jan 3,Apr 5 Moderate 
Jan 4,28 Slight 
Apr 27-29 Moderate 
Nov 13,Jan 1 Slight 
Dec 12,Jan 5,11,12 
Mar 9,23-25,Apr 5 Marked 
Dec 14 Slight 
Feb 5,6 Moderate 
Mar 15-20,Apr 4 Moderate 
Dec 28,Mar 22,23 Slight 
Jan 1,Feb 5-7 Slight 
Jan 8,11,29,Feb 21,22 
Feb 26,Mar 2-5,13-15 
Mar 19,20 Marked 
Jan 11,19,Feb 18,19 
Feb 21,22,Mar 5-9 
Mar 30,31,Apr 4 Marked 
Feb 13-16,Mar 19,20 Moderate 
Feb 13-17,23-25 | 
Mar 23-31,Apr 5,6 Slight 
Feb 26,27 Slight 
Mar 4 Slight 
Dec 19,Feb 20,21 Slight 
Jan 4,5,9-12 
Feb 13-16,19,22 
Apr 4,5 Marked 
Jan 11,Feb 25 Slight 
Jan 21 Slight 
Feb 3 Slight 
Feb 11,12 Slight 
Mar 11 Slight 
Apr 24-27 Slight 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 


Animal 
Number 


86D00701 


10.0 mg/kg/day, 


DAY 180 SACRIFICE 


Clinical Signs 


Irritable 


Stain, Red, Nose 
Aggressive 


Material, Dark, Nose 
Material, Red, Nose 


daily PYRIDOSTIGMINE BROMIDE 


Dates Observed Severity 
(1986/1987) 

Dec 17,18,27,28 
Feb 8-10,17,19 
Feb 27-Mar 4 Marked 
Feb 5,25,Apr 3,13,14 
Apr 24,25 Moderate 
Feb 23-26 
Mar 23-Apr 7,May 2-4 Moderate 
Mar 5 Slight 
Mar 22 Slight 
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Appendix L (cont.): 


INDIVIDUAL ANIMAL HISTORIES 


DAY 210 SACRIFICE (30 day recovery) 


10.0 mg/kg/day, daily PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00559 Irritable Nov 13,Dec 17,22 
Jan 27,28,Feb 5 
Mar 11,12,23-29 
Apr 5 Moderate 
Stain, Red, Nose Jan 1,14,Feb 1,19,21 
Feb 22,Mar 21 Slight 
Stain, Red, Ear Jan 2,3,4 Slight 
Incr. Startle Reflex Jan 2,3 Slight 
Stain, Red, Neck Jan 4,Mar 30,31 Slight 
Aggressive Jan 26 Slight 
Material, Red, Nose Feb 8-10 Slight 
Stain, Red, Head Feb 20-22 Slight 
Material, Dark, Nose Apr 5 Slight 
86D00571 Material, Dark, Nose Dec 28,29 Slight 
Stain, Red, Nose Jan 2,10,26-29,Feb 5 
Feb 8-10,12,25,26 
Mar 9-11,23 Moderate 
Rough Coat Jan 19,20 Slight 
Stain, Front Leg Jan 28,Feb 20-May 31 Marked 
Stain, Dark, Nose Jan 30 Slight 
Alopecia, Front Leg Feb 9-Apr 6,13-27 
May 6-31 Moderate 
Scab, Leg Feb 18,May 12,13 Slight 
Material, Red, Nose Feb 19,20,23 Moderate 
Irritable Feb 20,Mar 17,Apr 7 
May 7-11,26 Slight 
86D00608 Irritable Dec 29,Jan 9,Mar 5-7 
Mar 25 Slight 
Rough Coat Jan 19,20 Slight 
Stain, Red, Nose Mar 13,24 Marked 
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Appendix L (cont.): INDIVIDUAL ANIMAL HISTORIES 
DAY 210 SACRIFICE (30 day recovery) 


10.0 mg/kg/day, daily PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00622 Material, Red, Nose Dec 3,Feb 20 Slight 
Stain, Red, Nose Jan 4,18 Slight 
Irritable Jan 21,Feb 6,21 
Mar 19,20,22 Slight 
Aggressive Jan 30,Mar 23-Apr 1 Slight 
Rough Coat Feb 5-8 Slight 
Swollen, Red, Feet Feb 12,13 Moderate 
86D00651 Incr. Startle Reflex Nov 13 Slight 
Rough Coat Dec 26-28 Slight 
Irritable Jan 4,10,12,14 
Mar 6-8,25,May 7~11 Moderate 
Stain, Red, Nose Jan 11 Slight 
Aggressive Jan 26-30,Feb 4-27 


Mar 5,11-20,Apr 4-6 

Apr 15-21,May 22,23 

May 27,28 Marked 
Stain, Brown, Nose Apr 20,21 Slight 
Material, Red, Nose May 27 Slight 
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Appendix L (cont.): 


INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


10.0 mg/kg/day, 5 days/week PYRIDOSTIGMINE BROMIDE 


Animal 
Number 


Clinical Signs 


86D00516 Incr. Startle Reflex Nov 


Stain, Red, Nose 


Irritable 


Alopecia, Hind Leg 


Dates Observed Severity 
(1986/1987) 
14,Jan 7 Slight 
Jan 1,28 Slight 
Jan 5,6,10,30,Mar 6 
Mar 9,15,25-Apr 2 Moderate 
Feb 2,3 Slight 


Alopecia, Front Leg Mar 
86D00535 Incr. Startle Reflex Nov 
Irritable Dec 
Jan 

Jan 

Aggressive Dec 
Jan 

Feo 

Mar 

Rough Coat Dec 
Stain, Red, Nose Jan 
Material, Brown, Nose Jan 
Material, Dark, Nose Feb 
Material, Red, Nose Mar 
Stain, Brown, Nose May 
86D00560 Material, Red, Nose Dec 
Irritable Jan 
Feb 

Mar 

Stain, Red, Nose Jan 
Apr 

Aggressive Feb 
Mar 

86D00569 Irritable Nov 
Jan 

Apr 

Stain, Brown, Nose Nov 
Material, Red, Nose Dec 
Material, Dark, Nose Dec 
Stain,, Red, Nose Jan 
Aggressive Mar 


30-Apr 2,6-May 4 Slight 
13,Jan 1 Moderate 
1-5,28-Jan 1,3-6 
8,10-12,14-16 

22-26,May 1 Moderate 
17-19,22-27 

7,9,27-30,Feb 2-9 

11-Mar 20,23-25 

30-Apr 14 Marked 
22-28, Jan 10-14 Slight 
1,2,31,Mar 13 Slight 
22 Slight 
13 Slight 
4 Slight 
2,3 Slight 


3,17,19-21,Mar 5 Moderate 
4,5,Feb 4-9,11 
21-24,Mar 7-10 


25,Apr 6 Marked 
4,5,7,19,20 

4 Moderate 
25-Mar 6,11-20 

23,Apr 3-5 Moderate 
12,Dec 1,2,26,27 
4,5,11,Mar 13-17 

4,5 Moderate 
16 Slight 
“5,26,Feb 20 Moderate 
=3 Slight 
29,Feb 8,Apr 1 Moderate 
23,Apr 6 Moderate 


See 


Appendix L 


10.0 mg/kg/day, 


{cont.): 
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INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


5 days/week PYRIDOSTIGMINE BROMIDE 


Animal 
Number 


Clinical Signs 


Dates Observed 


Severity 
(1986/1987) 


86D00597 


86D00616 


86D00623 


Irritable 


Aggressive 


Rough Coat 

Stain, Red, Nose 
Stain, Brown, Leg 
Stain, Red, Leg 
Stain, Leg 
Dehydrated 


Material, Red, Nose 
Stain, Red, Nose 
Incr. Startle Reflex 
Stain, Dark, Nose 
Irritable 

Aggressive 


Inactive 
Irritable 


Stain, Red, Nose 
Material, Red, Nose 
Stain, Brown, 
Rough Coat 


Perianal 


Nov 13-15,17,18,20-22 

Nov 25-29,Dec 10-12 

Dec 14-25,29,Jan 3-9 

Jan 11-16,18-29,31 

Feb 1,Mar 25,Apr 20-24 Marked 
Dec 26-28,Jan 9,10 

Jan 30,Feb 2-Mar 20 

Mar 23,30,31,Apr 3-8 

May 1-4 Marked 
Jan 16-19 Slight 
Feb 5,25,26 Moderate 
Mar 2-5,Apr 1-8,13-25 Slight 
Mar 30,31 Slight 
Apr 26-30 Slight 
May 5 Slight 
Dec 1,Feb 19,20 Moderate 
Jan 7,Feb 5,7 Slight 
Feb 5,6 Moderate 
Feb 26 Slight 
Mar 6,Apr 6 Slight 
May 3,4 Slight 
Nov 6 Slight 
Nov 12,18,20,24-26 

Dec 1,2,5,10,11 

Dec 16-19,21,22 

Dec 24-Jan 29 

Jan 31-Feb 4,Mar 10 

Mar 21,22,39,31 

Apr 20,21,26-30 Marked 
Nov 27,28,Jan 28 Slight 
Dec 17,26,Jan 26 Slight 
Jan 9 Slight 


Jan 


18-20, 22 Slight 
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Appendix L (cont.): 


INDIVIDUAL ANIMAL HISTORIES 


DAY 180 SACRIFICE 


10.0 mg/kg/day, 5 days/week PYRIDOSTIGMINE BROMIDE 
Fe os 


Animal Clinical Signs 
Number 


Dates Observed 


Severity 
(1986/1987) 


- OO OvO'CO? OS 


86D00623 Aggressive 
(cont.) 


Material, Dark, Nose 


Stain, Brown, 
Chewing 


86D00654 Incr. Startle Reflex 
Material, Red, Nose 
Material, Dark, Nose 


Irritable 


Stain, Red, Nose 


Stain, Brown, 
Aggressive 


86D00660 Irritable 


Stain, Red, Nose 
Alopecia, Front, 


Rough Coat 


Material, Dark, Nose 


Stain, Brown, 
Material, Red, 


86D00729 Irritable 


Nov 
Dec 


Feb 
Mar 


Jan 
Jan 
Feb 
Mar 


30,Feb 5-Mar 9 
11-20,23-29,Apr 1 


4-19,May 1-5 Marked 
Moderate 
8 Slight 
6,7 Marked 
12 Slight 
1,5,17,24 Slight 
26,28 Slight 
1,Apr 26-28 
1 Moderate 
8,Feb 7-9,11,21 
22,25,26,Mar 30 
31 Moderate 
11,Apr 3,4 Slight 
23-31,Apr 3,8 
2-5 Moderate 
12,14,15,Dec 5,25 


Ly 3, 5; ll, 13, 14 
22-25,Feb 1-3 


11-20, 25-27 

4,6,8-18,Apr 4-6 Moderate 
12,19 ; Slight 
12-19,Feb 21,22 Slight 


19 


30 Slight 
12-18 Slight 
23,24 Slight 


28,Jan 1,4,11 
2,3,22,Mar 1,19 
20,23,24,Apr 5-7 Moderate 


Oe -- -—'-_ —?——————————— eee 


Appendix L 


(cont.): 
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INDIVIDUAL ANIMAL HISTORIES 


DAY 210 SACRIFICE (30 day recovery) 


10.0 mg/kg/day, 5 days/week PYRIDOSTIGMINE BROMIDE 


ee 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
ee ee ee ee 
86D00518 Incr. Startle Reflex Nov 14,21 Slight 
Material, Red, Nose Dec 3,17,18 Slight 
Stain, Red, Nose Jan 1-3,10,11,30 
Feb 7-9,22,May 24 Moderate 
Irritable Jan 15,Feb 23-26 
Mar 12-14,17-20 
Apr 20,21 Moderate 
Material, Dark, Nose Jan 26,Feb 21 Slight 
Stain, Brown, Nose Apr 20,21,24,25 Moderate 
86D00524 Irritable Nov 18,20,Dec 1,5,18 
Dec 22,26,27,Jan 5 
Jan 8-10,12,28,29 
Feb 2,4-9,11-26 
Mar 25-29,Apr 6,7 Marked 
Incr. Startle Reflex Nov 20-22,Dec 24 Slight 
Inactive Dec 5 Slight 
Aggressive Dec 17,Jan 22-27, 30 
Feb 27,Mar 4-6, 9-20 
Mar 23,30-Apr 1 
May 22,23 Moderate 
Material, Dark, Nose Dec 26,27,Mar 4,5 Moderate 
Alopecia, Front Leg May 7-11 Slight 
Stain, Red, Nose May 24 ; Slight 
86D00537 Irritable Nov 12,Dec 15,Jan 4-6 
Jan 8,9,12,23-29 
Feb 2,3,7-9,11-19 
Feb 21-25,Mar 15,19 
Mar 20,27-29 Moderate 
Material, Red, Nose Feb 20 Slight 
Stain, Red, Nose Mar 9 Slight 
Inactive Mar 30,31 Slight 
Alopecia, Fror* Legs May 22-31 Moderate 


SS eee 
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Appendix L (cont.): 


INDIVIDUAL ANIMAL HISTORIES 


DAY 210 SACRIFICE (30 day recovery) 


10.0 mg/kg/day, 


5 days/week PYRIDOSTIGMINE BROMIDE 


Animal Clinical Signs Dates Observed Severity 
Number (1986/1987) 
86D00547 Incr. Startle Reflex Nov 14,Dec 24,Jan 1-4 Slight 
Material, Red, Nose Dec 17,Mar 4 Slight 
Irritable Jan 5,26,Feb 2,3 Slight 
Stain, Red, Mouth Jan 10 Slight 
Material, Dark, Nose Jan 30 Slight 
Aggressive Mar 23 Slight 
86D00591 Diarrhea Nov 7 Present 
Material, Red, Nose Nov 20 Slight 
Irritable Dec 1,11,14,Jan 5,11 
Feb 2,3, 6-9,23-26 
Mar 2-4, 12) 18-20, 22 
Mar 23,Apr 6,7 Moderate 
Incr. Startle Reflex Jan 1-3 Slight 
Aggressive Apr 4-7 Slight 
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Appendix M: SERUM CHEMISTRY 


List of Serum Chemistry Abbreviations/Units 


Erythrocyte Acetylcholinesterase (U/ml) 
Plasma Cholinesterase (U/ml) 
Alanine Aminotransferase (U/1) 
Aspartate Aminotransferase (U/1) 
Alkaline Phosphatase (U/1) 
Lactate Dehydrogenase (U/1) 
Creatine Phosphekinase (U/1) 
Total Bilirubin (mg/dl) 
Cholesterol (mg/dl) 
Triglyceride (mg/dl) 

Uric Acid (mg/dl) 

Total Protein (g/dl) 

Albumin (g/dl) 

Glucose (mg/dl) 

Blood Urea Nitrogen (mg/dl) 
Creatinine (mg/dl) 

Calcium (mg/dl) 

Phosphorus (mg/dl) 

Sodium (Meq/1) 

Chloride (Meq/1) 

Potassium (Meq/1) 

Iris. (ug/dl) 

Magnesium (mg/dl) 

Not Taken 
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Appendix N: HEMATOLOGY 


List of Hematology Abbreviations/Units 


Erythrocytes (x106/p1) 

Hemoglobin (g/dl) 

Hematocrit (%) 

Mean Corpuscular Volume (femtoliters) 
Mean Corpuscular Hemoglobin (picograms) 
Mean Corpuscular Hemoglobin Concentration (g/dl) 
Platelets (x103/p1) 

Total Leukocyte Count (x103/11) 
Polymorphonuclear Granulocytes (%) 
Immature Neutrophils ($%) 

Eosinophils (%) 

Basophils (%) 

Lymphocytes (%) 

Monocytes (%) 

Atypical Lymphocytes (%) 

Nucleated Red Blood Cell (#/100 WBC) 
Not Taken 
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Appendix 0O: PATHOLOGY 


GLP STUDY # 86005 
Pathology Report 
Study Director: Don W. Korte, PhD, LTC, MS. 


Principal Investigator: Earl W. Morgan, DVM, MAJ, VC. 
Pathologist: Charles B. Clifford, DVM, PhD, MAJ, VC. 


I. INTRODUCTION 


Study: 180 - Day Oral Subchronic Toxicity Test 

Test Compound: Pyridostigmine Bromide 

Animal: Rattus norvegicus, Sprague-Dawley, 5 weeks, 55 Males. 
Dosage Groups: 


Group Daily Dose Sacrifice At 180 Days Recover for 30 Day Sacrifice 
(mg/kg B.W.) (Interim Sacrifice) (Final Sacrifice) 

1 0 (Control) 10 males 5 males 

2 1 10 males 0 males 

3 10 10 males 0 males 

7 10 (dose 5 d., recover 2 d.) 10 males 0 males 

8 10 0 males 5 males 

9 10 (dose 5 d., recover 2 d.) 0 males 5 males 


Reference: SOP-OP-STX-74 


II. SUMMARY OF PROCEDURES 
Euthanasia: Sodium Pentobarbital, IP. 
Organ Weights: Brain, Liver, Kidney, Heart, Spleen, Adrenal, and Testes. 
Fixative: 10% Neutral Buffered Formalin. 
Histopathology: Routine. 


III. ORGAN WEIGHT FINDINGS: Summaries of absolute organ weight data by dosage group 
are presented in Pathology Table 1. Pathology Tables 2 has group summaries of organ weights 
as a percentage of brain weight. Organ weight as a percentage of body weight was also calculated 
for each organ and dose group, data not shown. No significant differences were detected by 
analysis of variance among the dosage groups with respect to organ weight or organ weight ratios. 


IV. GROSS FINDINGS: Gross findings are summarized in Pathology Table 3. All gross findings 
were interpreted as incidental and unrelated to treatment. 


V. MICROSCOPIC FINDINGS: Tissues saved for microscopic examination from all groups were: 
Accessory sex glands, adrenal glands, aorta, femur, brain, sternum, bone marrow, vertebrae, cecum, 
colon, diaphragm, duodenum, extensor digitorum longus muscle, epididymis, esophagus, eyes with 
optic nerve, heart, ileum, jejunum, kidney, lacrimal gland, liver, lung, mesenteric lymph node, 
nose/turbinates, pancreas, pituitary, parathyroid gland, spinal cord, salivary gland, skin, skeletal 
muscle, sciatic nerve, soleus muscle, spleen, stomach, thyroid gland, testis, thymus, trachea, and 
urinary bladder. All tissues from all animals were examined in each dose group. All gross lesions 
were examined from all animals. Due to concern of extraocular muscles as a potential target 
tissue for pyridostigmine bromide, extraocular muscle was also examined in all eye sections where 
it was present, and was recorded as a separate, miscellaneous, tissue. 


Pathology Tables 4 and 5 list the incidence summary for all microscopic observations of all tissues 
from the final and interim sacrifices. Based on results of Kolmogorov-Smirnov two-tailed analysis 
(95% confidence level) of microscopic findings, two of thirty-six lesions were significantly more 
frequent in a treated group than in the control group. Chronic, multifocal hepatic inflammation, 
slight to mild in severity, occurred more frequently in Dose Group 3 (interim sacrifice), and brown 
pigment, probably hemosiderin, in macrophages was more frequently observed in the spleens of 
rats in Group 9 (final sacrifice). Neither of the findings was unique to treated animals and their 
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increased frequency was considered unlikely to be related to treatment. Inflammation of the 
pancreas, varying from slight to moderate in severity, was observed in animals from all groups. 
Islets of Langerhans were surrounded by this chronic process and appeared increased in size, but 
actual destruction of the Islets was not observed. The cause of the pancreatic inflammation was 
not determined. Pathology Annex A has the correlation of gross and microscopic lesions for all 
rats, with any gross finding other than "No Lesions Recognized”. Pathology Annex B contains the 
Individual Animal Reports with organ weight data and gross and microscopic findings. 


VI. SUMMARY COMMENTS: All lesions observed in these rats were interpreted as incidental 
findings. No morphologic evidence of toxicity due to the test compound was found. 


Cheer BECP 


Charles B. Clifford 
, ve 
Diplomate, ACVP 

Pathology Services Branch, 

Division of Military Trauma Research 
29 MAY 1990 
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Appendix O (cont.): PATHOLOGY 
Glossary of Microscopic Findings 
Cecum 


--Granuloma(s), Submucosa: One or more aggregates of macrophages and lymphocytes is present 
in the submucosa. 


Cervical Lymph Node 


--Plasmacytosis, Medullary: The medullary cords are thickened by an increased number of plasma 
cells. 


Colon 


--Granuloma(s), Submucosa: One or more aggregates of macrophages and lymphocytes is present 
in the submucosa. 


Diaphragm 
--Inflammation and Myofiber Degeneration, Chronic: The interstitium is infiltrated by lymphocytes 
and macrophages. Some myofibers are infiltrated by mononuclear cells and have degenerate 
sarcoplasm. 

Epididymis 
--Lymphocyte Infiltration: The interstitial connective tissue contains aggregates of lymphocytes. 
--Microcystic Change, Epithelium: The epithelium of the epididymis contains numerous round 


clear spaces, approximately the diameter of the epithelial cells, and which appear to be 
extracellular. 


Extensor Digitorum Longus 
--Inflammation, Chronic: The interstitium is infiltrated by lymphocytes and macrophages. 
Extraocular Muscles 


--Myopathic Change: Myofibers are variably decreased in diameter, with central nuclei. The 
fibrous connective tissue between fibers contains an infiltrate of mononuclear cells. 


Heart 
--Chronic Myofiber Degeneration: In one or more areas myofibers are narrowed with loss of 
sarcoplasm, and are separated by increased fibrous connective tissue. Myofiber nuclei are 
increased in number, and Anitschkow cells may be present. 


--Inflammation, Chronic: Myocardial interstitial tissue is infiltrated by lymphocytes and a few 
macrophages. Fibrosis may be present. 


Kidney 
--Cortical Lymphocytic Aggregates: Self-explanatory. 
--Dilated Renal Pelvis: Self-explanatory. 
--Infarct: A well-demarcated wedge-shaped area of the cortex is undergoing coagulative necrosis. 


--Mineralization, Pelvis: Foci of mineral are present in the urinary pelvis of the urinary space. 
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--Progressive Renal Disease: Cortical tubules contain homogeneous, brightly eosinophilic material. 
Small interstitial aggregates of lymphocytes are occasionally present. 


--Pyelonephritis, Acute: The epithelium, subjacent tissue and the urinary space of the renal pelvis 
are infiltrated with neutrophils. 


Lacrimal Gland 


--Inflammation, Chronic: Interstitial aggregates of macrophages, lymphocytes and/or plasma cells 
surround ducts, ductules and occasional acini. 


Liver 


--Arteritis, Chronic: The wall of one or more arteries in a portal area is thickened by fibrosis and 
an infiltration of mononuclear cells. The endothelium may be hypertrophic and/or hyperplastic. 


--Inflammation, Chronic, Multifocal: Multifocal infiltration of sinusoids and/or portal areas with 
a mixed population of mononuclear cells. Some fibrosis and/or slight bile duct hyperplasia may 
be present in these foci. 


--Necrosis, Acute: One or more contiguous group(s) of necrotic hepatocytes. These may be 
iniiltrated by neutrophils. 


--Telangiectasis: Hepatic sinusoids are dilated, with narrowing of the hepatic cords and loss of 
some hepatocytes. 


--Thrombosis, Portal Vein: An acute fibrin thrombus is present in one of the larger portal veins. 


--Vacuolization, Focal: Hepatocytes in a single contiguous group contain numerous, irregular and 
poorly defined clear vacuoles. 


Lungs 
--Alveolar Histiocytosis: Self-explanatory. 


--Granuloma(s): A focal aggregate of macrophages and lymphocytes, with or without 
multinucleated giant cells. 


-- Hyperplasia, BALT: Bronchus- and Bronchiole-associated lymphoid tissue, in the form of 
lymphoid nodules is slightly increased in prominence. 


Mesentery 


--Arteritis, Chronic: The wall of one or more arteries in a portal area is thickened by fibrosis and 
an infiltration of mononuclear cells. The endothelium may be hypertrophic and/or hyperplastic. 


~Inflammation, Granulomatous: The intestinal mesentery contains aggregates of macrophages and 
lymphocytes. 


Pancreas 
--Inflammation, Chronic: Interstitial fibrosis infiltration is accompanied by aggregates of 
ma:rophages, lymphocytes and/or plasma cells. Interstitial macrophages contain brown pigment. 
The inflammation is predominantly surrounding ducts and islets of Langerhans. 


Pancreatic Lymph Node 


--Brown Pigment in Macrophages: Macrophages in the Medulla are laden with dark brown 
isotropic pigment, probably hemosiderin. 
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Pituitary Gland 
--Cyst(s), Pars Distalis: The cyst(s) may be ciliated or non-ciliated. ‘ 
Preputial Gland 


--Inflammation, Chronic: Glandular acini and the interstitial connective tissue is infiltrated by 
lymphocytes, macrophages and neutrophils. 


Salivary Gland 


--Inflammation, Chronic: Interstitial aggregates of macrophages, lymphocytes and/or plasma cells 
surround ducts, ductules and occasional acini, predominantly in the exorbital salivary gland. 


Skin 


--Inflammation, Chronic: The dermis is infiltrated with lymphocytes, plasma cells, and 
macrophages. 


Soleus Muscle 

--Inflammation, Chronic: The interstitium is infiltrated by lymphocytes and macrophages. 

Spleen 
--Increased Brown Pigment in Macrophages: Self-explanatory. 

Testis 
--Degeneration, Seminiferous Tubules: Loss of germinal epithelium, with local aspermatogenesis. 
Sertoli cells remain. 

Thyroid 
-Cyst(s): Squamous epithelial-lined cyst. 

Turbinates 


--Inflammation, Lymphocytic: The submucosa is thickened, and along with the mucosal epithelium 
is infiltrated with lymphocytes. Mast cells are prominent. 
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